M
ethadone is a unique opioid analgesic that has been available in generic form for decades. It is available as two stereoisomers that impart different mechanisms of action. The l-isomer of methadone is a potent opioid agonist and the d-isomer has N-methyl-D-aspartate antagonist properties. N-methyl-D-aspartate antagonism may play an important role in the management of neuropathic pain and may reverse morphine tolerance and hyperalgesia (1) . In addition, methadone blocks the reuptake of monoamines, similar to the action of tricyclic antidepressants (2) . Methadone has other attractive pharmacological properties, including high oral bioavailability, long duration of action and lack of active metabolites. The challenging aspects of methadone's use as an analgesic are tremendous interindividual variation in pharmacokinetics and variable potency based on previous opioid exposure.
In this issue of Pain Research & Management, Lynch (pages 133-144) provides an elegant review of methadone's analgesic properties, and also provides clear practical guidelines for the use of methadone in the management of chronic pain (3). This review is timely, because methadone is being increasingly recognized as a valuable second-line opioid analgesic for chronic noncancer pain, especially chronic neuropathic pain (4-6). In contrast to methadone's apparent new role in the treatment of chronic noncancer pain, there is extensive literature on the use of methadone for cancer pain, and Lynch appropriately takes advantage of this literature (7-9) to formulate her guidelines. The cancer pain literature provides a very useful model for opioid-switching to methadone from more conventional opioid analgesics such as morphine, and this common strategy for managing cancer pain is being used increasingly in the management of noncancer pain. Lynch also wisely advocates methadone dosing every 8 h by the oral route of administration, because most patients obtain adequate analgesia with this schedule (10) . Although a significant number of patients respond to extended dosing intervals, time-contingent dosing every 8 h makes dose titration much more user-friendly than pain-contingent dosing, given methadone's propensity to interindividual variation in pharmacokinetics and variable potency based on previous opioid exposure. There is, however, one important distinction in dose titration between chronic cancer pain and noncancer pain. Cancer pain is often acuteon-chronic pain, and there may be an urgency to implement rapid dose titration despite the variable pharmacokinetics and potency. In contrast, noncancer pain rarely presents with this kind of urgency, and we have the luxury of gradual dose titration. Because the elimination half-life of methadone can be 24 h or longer (11) , dose increases every five to seven days to achieve steady-state at each dose level minimizes the risk of serious adverse events such as respiratory depression.
The role of methadone as an analgesic has been stigmatized by its longstanding use in methadone maintenance programs for opioid addiction. This is responsible, in Canada, for the requirement to obtain an exemption to prescribe methadone under federal authority, with the actual recommendation for methadone use delegated to the provincial medical licensing body. This is a significant and unfortunate regulatory barrier to the use of methadone for analgesic purposes. We now have guidelines for the use of methadone for the treatment of chronic noncancer pain sponsored by the Colleges of Physicians and Surgeons of Ontario (12) and Nova Scotia (3). Hopefully, these guidelines, endorsed by regulatory authorities, will lead to the elimination of the requirement for an exemption to prescribe methadone for analgesic purposes. Methadone has undergone a renaissance because of some unique properties that may make it especially useful for the management of neuropathic pain, but it is still just another opioid analgesic that can be prescribed safely with appropriate guidelines.
